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CLAIMS : ' 

1 . Form 2 of the compound of formula Va 

BocHN 

Va 

characterized by the following x-ray powder diffraction 
pattern: , 
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2. A process of preparing the compound of formula I 

NH 2 

COOR 2 




wherein 
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I 

R 1 is 'aryl, heteroaryl, substituted aryl or substituted 
heteroaryl and R 2 is hydrogen, alkyl or aralkyl, or acid 
addition salts thereof, 



comprising reacting a compound of formula II, at a pH 
range of between about 7 and about 11, 

,C0 2 H 




II 



to form a compound of formula III 

,CQ 2 H 




wherein R 5 is N-t-butoxycarbonyl, 



III 



reacting a compound of formula III with at least 0.5 
equivalents of ( 1R, 2S ) - (- ) ephedrine, in an alkyl acetate 
solvent, to form a salt of formula IV 

,co 2 " 



CH 3 H 2 N 





Ph 



IV 



wherein Ph is phenyl, 



reacting the salt of formula IV with an inorganic base in 
water to form a carboxylate salt of the compound of formula 
V, acidifying the carboxylate salt of the compound of 
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♦ 

formula. V with an acid' of pKa less than or equal to three, 
to a pH of between about 3.5 and about 6.5, to form the 
compound of formula V 

,C0 2 H • 




R 1 

V 

reacting the compound of formula V, at a temperature less 

i 

than about 25°C, to form the compound of formula I. 

3. A process of preparing a compound of formula I 

NH2 

COOR 2 




I 

10 wherein R 1 isaryl, heteroaryl, substituted aryl or 

substituted heteroaryl and R 2 is hydrogen, alkyl or 
aralkyl, or acid addition salts thereof, 

comprising reacting a compound of formula III 

,CQ 2 H 




15 III 

wherein R 5 is N-t-butoxycarbonyl, 

with at least 0.5 equivalents of (1R, 2S) - (-) ephedrine, in 
alkyl acetate solvent, to form a salt of formula IV 
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wherein Ph is phenyl, ♦ 
reacting the salt of formula IV with an inorganic base, in 
water, to form a carboxylate salt of the compound of 
formula V, acidifying the carboxylate salt of the compound 
of formula V with an acid of pKa less than or equal to 
three, to a pH of between about 3.5 and about 6.5, to form 
the compound of formula V , 




V 

reacting the compound of formula V, at a temperature less 
than about 25°C, to form the compound of formula I. , 

4. A process of Claim 2, further comprising isolating the 
compound of formula III by acidifying the compound of 
formula III with an acid of pKa less than or equal to 
three, to a ,pH of between about 3.5 and about 6.5. 

5. A process of Claim 2, wherein the alkyl acetate 
solvent is ethyl acetate. 

6. A process of Claim 2, wherein the reaction of formula 
III with ( 1R, 2S ) - (-) ephedrine occurs at a temperature in 
the range of from about 25° to about 78°C. 
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7. A process of Claim 2, further comprising acidifying 
the carboxylate salt of the compound of formula V with an 
acid of pKa less than or equal to three, to a pH of about 

3.8, to form' the compound of formula V. 

i 

8. A process of Claim 2, wherein" the acid of pKa less 
than or equal to three is selected from the group 
consisting of monochloroacetic, dichloroacetic, . ( 
trichloroacetic, hydrochloric, hydrobromic, hydro iodic, 
perchloric, picric, nitric, 'sulfuric, phosphoric, 
methanesulf onic, tosic, trif luoromethanesulf onic, . 

trif luoracetic, potassium bisulfate, sodium bisulfate and 

i 

citric . 

9. A process of Claim 2, further comprising reacting the 
compound of formula V with an acid of pKa less than or 

equal to three, other than potassium bisulfate, sodium 

i 

bisulfate and citric acid. 

10. A process of Claim 3, further comprising acidifying 
the compound of formula III with an acid of pKa less than 
or equal tp three, to a pH of between about 3.5 and about 
6.5. 

11. A process of Claim 3, wherein the alkyl acetate 
solvent is ethyl acetate. 

12. A process of Claim 3, wherein the reaction of formula 
III with ( 1R, 2S) - (-) ephedrine occurs at a temperature from 
about 2 5° to about 7 8°C. 
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13. A process off Claim 3, further comprising acidifying 
the carboxylate salt of the compound of formula V with an . 
acid of pKa less than or equal to three, to a pH of about 
3.8, to form the compound of formula V. 

14. A process of Claim 3, wherein the acid of pKa less 1 
than or equal to three is selected from the group- 
consisting of monpchloroacetic, dichloroacetic, 
trichloroacetic, hydrochloric, hydrobromic, hydro iodic, 
peirchloric, picric, nitric, sulfuric, phosphoric, 
'methanesulf onic, to sic, trif luoromethanesulf onic, 

trif luoracetic, potassium bisulfate, 1 sodium bisulfate and 
citric. 

15. A process of Claim 3, further comprising reacting the 
compound of formula V with an acid of. pKa less than or 
equal to three, other than potassium bisulfate, sodium 
bisulfate and citric acid. 

16. A process of Claim 2, wherein R 1 is 2-pyridyl, 3- 
pyridyl, 4-pyridyl, 6-methylpyridyl, 5-bromopyridyl, 6- 
chloropyridyl or 5, 6-dichloropyridyl . 

17. A process of Claim 3, wherein R 1 is 2-pyridyl, 3- 
pyridyl, 4-pyridyl, 6-methylpyridyl, 5-bromopyridyl, 6- 
chloropyridyl or 5, 6-dichloropyridyl. 

18. A process of Claim 2, wherein R 2 is alkyl. 

19. A process of Claim 3, wherein R 2 is alkyl. 



20. A process of Claim 2, wherein R 1 is 3-pyridyl. 
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21. A process of Claim 3, wherein R 1 is 3-pyridyl. 

22. A process of Claim 2, wherein R 1 is 3-pyridyl and R 2 
is methyl. 

23. A process of Claim 3, wherein R 1 is 3-pyridyl and R 2 
is methyl. 

24. A process of Claim 2, wherein the acid addition salt 
of formula I is hydrochloric. 

25. A process of Claim 3, wherein the acid addition salt 
of formula I is hydrochloric. 

26. A process for preparing a compound of formula V 

,C0 2 H 




V 

wherein R 1 is aryl, heteroaryl, substituted aryl or 
substituted heteroaryl and R 5 is N-t-butoxycarbonyl 

comprising reacting a compound of formula III 

,C0 2 H 




III 

with at least 0.5 equivalents of (1R, 2S) - (-) ephedrine, in 
alkyl acetate solvent, to form a salt of formula IV 
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IV 

wherein Ph is phenyl, 

reacting the salt of formula IV with an inorganic ,base, in 
water, to form a carboxyl&te salt of the compound of 
formula V, acidifying the carboxylate salt of the 1 compound 
of formula V with an acid of pKa less than or equal to 
three, to a pH of between about 3.5 and about 6.5, 
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